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Introduction 
Cystic fibrosis, which is the most commonly inher- 
ited disease in the Caucasian population, is charac- 
terized by chronic broncho-pulmonary sepsis and 
pancreatic malabsorption. Cutaneous and systemic 
vasculitis have been documented in cystic fibrosis. 
The gastrointestinal tract is a rare site of auto- 
immune vasculitis. We describe a case of vasculitis 
of the gut which caused severe gastrointestinal 
haemorrhage and showed a dramatic response to 
corticosteroid therapy. 
Case Report 
A 20-year-old man, in whom a neonatal diagnosis 
of cystic fibrosis had been made, was admitted with 
increasing shortness of breath and tiredness of 3 
months duration. He was known to be anaemic and 
to have focal proliferative glomerulonephritis with 
about 30% crescent formation on renal biopsy, but 
with stable renal function and ‘normal’ creatinine 
clearance. He did not give a history of bleeding from 
the gastrointestinal tract. 
On physical examination, he was pyrexial, breath- 
less at rest and had tachypnoea and tachycardia. 
Bilateral leg oedema was noted with vasculitic lesions 
on the feet. On auscultation of the chest, wheezes 
and crackles were audible bilaterally. The liver edge 
was palpable 3 cm below the coastal margin, but no 
other abnormality was detected on examination of 
the abdomen. His haemoglobin (Hb) was 66 g l- ‘, 
with a low mean cell volume (80 fl). Serum ferritin 
(29,~g 1 - i) was at the lower limit of normal. The 
platelet count was normal. Bone marrow trephine 
biopsy showed a reactive picture typical of anaemia 
of chronic disease. Coagulation studies and 
haemolytic screen were normal. Antibodies against 
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nuclear factor, neutrophil cytoplasmic factor and 
glomernlar basement membrane were negative. 
Immunoglobulins showed markedly elevated levels of 
IgA at 11.5 mg dl - ’ and IgG at 42.5 mg dl - ’ 
consistent with chronic bronchial sepsis. Serum pro- 
tein electrophoresis showed a generalized increase 
in the gamma globulin fraction only. Serum comple- 
ment levels were normal. Stool samples showed 
evidence of occult bleeding on occasions, but he did 
not have melaena at any time. 
Sputum cultures grew Staphylococcus aureus and 
Haemophilus infuenzae and he was treated with 
appropriate intravenous antibiotics. Despite trans- 
fusion with 7 units of blood, his haemoglobin con- 
tinued to drop (Fig. 1) and he developed peripheral 
circulatory failure and respiratory failure (PO, 4.8, 
PCO, 7.3 on 24% 0,) and needed ventilatory sup- 
port. He required further blood transfusions and 
investigations were carried out to locate the site of 
blood loss. At oesophago-gastro duodenoscopy, a 
shallow duodenal ulcer was seen with no stigmata 
of recent bleeding. His haemoglobin continued to 
drop and the patient received a further transfusion 
of blood. Mesenteric angiography with common 
hepatic, superior and inferior mesenteric artery runs 
did not show any bleeding or significant abnormality. 
A technetium radioisotope labelled red cell scan, 
however, showed evidence of bleeding into the small 
bowel. 
A laparotomy was performed at this stage in an 
attempt to identify the source of the bleeding. There 
was some bleeding from near the duodeno-jejunal 
junction and haematobilia was considered. The 
small bowel was examined via an endoscope and 
no bleeding site was identified. However, a small 
shallow ulcer near the ileo-caecal valve seen at 
endoscopy, could not be visualized when the ileum 
was opened. The liver appeared to be grossly cir- 
rhotic, but histology showed focal biliary fibrosis, a 
feature characteristic of hepatic damage in cystic 
fibrosis. The haematobilia was attributed to the liver 
biopsy. 
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Fig. I Effect of oral prednisolone, octreotide infusion and blood transfusion on haemoglobin level. Solid bar, transfusion; 
l , haemoglobin. 
His haemoglobin level continued to fall without 
any frank melaena and he required further blood 
transfusion making a total of 36 units of blood and 
packed cells over the 6-week period in hospital. 
Octreotide (somatostatin) infusion was started with 
a view to reducing the splanchnic blood flow and 
thereby controlling the bleeding. This had only a 
temporary effect (Fig. 1). A further gastroscopy 
(when his haemoglobin was 87 g 1~ ‘) showed some 
telangiectatic areas on the gastric mucosa. On the 
basis of the endoscopic findings, he was treated with 
prednisolone at a dose of 40 mg day - ‘. This therapy 
was followed by a rise in haemoglobin from 104 g 
1 - ’ to 116 g 1 - ’ in 1 week and his condition became 
stable. His haemoglobin is currently 134 g 1 - i, after 
1 yr of follow-up (Fig. 1). 
Discussion 
Chronic gastrointestinal blood loss, in the absence 
of bleeding gastric or duodenal ulcers, occurs very 
rarely in cystic fibrosis. Immune complex mediated 
vasculitis has been described in cystic fibrosis (l-3) 
and other causes of chronic bronchial sepsis (4). Vas- 
culitic lesions involving the skin (3,5,6), joints (7,8), 
brain (3), and kidney have also been reported. The 
gastrointestinal tract is a rare site of involvement. 
Soter et al. (1) noticed immune complex vasculitis of 
the small intestine at postmortem examination of 
a 16-year-old male with cystic fibrosis. Extensive 
deposits of immunoglobulins and complement 
immune complexes in the gastrointestinal tract were 
reported in two patients by McFarlane et al. (9). 
Vasculitis of the gut extensive enough to produce 
significant blood loss has not been previously 
reported. 
The presence of cutaneous vasculitic lesions, focal 
proliferative glomerulonephritis, intractable gastro- 
intestinal bleeding, vasculitic lesions visualized on the 
gastric mucosa and the dramatic response to steroid 
therapy strongly support the diagnosis of immune 
complex mediated vasculitis in our patient. 
The absence of melaena in spite of chronic bleed- 
ing from the gut was puzzling. It is generally believed 
that the black tarry appearance of stool (melaena) is 
due to the effect of gastric acid on the blood in the 
lumen of the gut. No enzymatic interactions have 
been described to account for this well recognized 
phenomenon. The co-incidence of pancreatic insuf- 
ficiency and absence of melaena in spite of a rapid 
drop in haemoglobin in this patient leads to specu- 
lation about the biochemical nature of melaena stool. 
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Chronic bronchial suppuration in general, and 
cystic fibrosis in particular have been associated 
with a number of immunological abnormalities (4). 
Raised immunoglobulin levels, positive tests for 
circulating auto-antibodies, complement mediated 
vasculitis, and bacterial antigens detected by 
immunoperoxidase staining of tissues have all been 
demonstrated in patients with cystic fibrosis (3). 
Precipitating antibodies to several pseudomonal anti- 
gens and staphylococcal antigen have been reported 
in the sera of patients with cystic fibrosis (10). The 
heavy colonization of the bronchial tree and the 
intense inflammation of the bronchial mucosa in 
cystic fibrosis might result in the passage of these 
bacterial antigens into the blood stream. Similar 
observations have been made in patients with 
bronchiectasis in whom endotoxaemia may be of 
aetiological significance in the development of 
auto-antibodies and elevation of immunoglobulin 
levels (11). Anti-neutrophil cytoplasmic antibodies 
(ANCA) appear to be more commonly associated 
with vaculitic lesions in cystic fibrosis than other 
auto-antibodies. Although not very sensitive, ANCA 
seems to be a marker for vasculitis in cystic fibrosis 
(3). Heterophil antibodies (latex rheumatoid factor 
and a sheep cell agglutination test) and other 
auto-antibodies were all negative in our patient. 
Immunoperoxidase staining for IgG and immuno- 
fluorescence on trypsinized paraffin sections of the 
renal tissue for IgG, IgA and IgM were negative. The 
vasculitic lesions on the skin and the stomach were 
not biopsied. 
The aetiopathology and treatment of vasculitic 
lesions of the gut in cystic fibrosis are no different 
from those on other parts of the body. High dose 
prednisolone stopped the blood loss which had neces- 
sitated 36 units of transfusion, and has maintained a 
stable haemoglobin over 1 yr of follow-up. 
In conclusion, vasculitis of the gut, with gastro- 
intestinal blood loss should be considered as a 
cause of anaemia in patients with cystic fibrosis, even 
in the absence of melaena. Corticosteroid therapy 
produces satisfactory resolution of the lesions and 
prevents further blood loss. 
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